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[»*^5] ffi3BJ#*: 2-e^$ti^>i^«ie^j§:^-r-g>w^3ia*©^'; 

Ml/-fe^*-Se««:^*LftSz:i:«:4f«i:-rs|iS^i|B*©GSejBt* 

3] 2ia«©Gsas^MP-fey^-©u^> F^^tb 
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# 



[f^i4] s^«iiB«0GseK^Mi/-fey^-seH. m&m2mm 
la m <d g S: e m fust m is -t ^ # - s a « * & * © % t <d m& « & m a * * * t 

lfH«©GSa^^§?l^-fe^ , ^-SaK*feli^©^t©^tt$:^b$-&^ 

□ 

[flf#£l 8] 5gB*©X* y- — >^iS*fcttlt#^l 615*©^ 

[Sf##i 9] it^3iH*©*ry 5?^u^-^K^/\-rxhy>^3i>h^^# 
TT^\-f^y #v x-r*sKy ua-^-K. 



tfJ§E4$ 2000-301900 r c 




[#gi£©ifr&H&M] 
[0 0 0 1] 

[^©M-rs&^i^] 

[0 0 0 2] 
[^3fctf>&fl5] 

li^^LT V^guanine nucleotide-binding protein (J^T. 
K^Ml/-fe^^-SeKfe^^ii7IlJJl«aM^-fe^^-gaK (7 TMR) 

it&mmitmm. t ^vxiy^i-ji^mmmz^mv. z.v>y>f-y jv iz «£ 

z-m&m, mzi*Gw&M&®mi't7*-m&Mt<Dm{ikzwbfr\z?z,z 
tit. &m&#<Dmm j pm%<Dmm*:mwL. ^n^mmtmmizm^bt^mm 
&mmz#igizmm&^&itm;@iirz>z.t£&z> B 

3 2000-3019009 
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[0 0 0 3] 

^■fe^*-Se3BES:aUT■€■CD*3ffi^||BCDa^«(^S:ffoTV^« 0 £#ftJCtt5fc£* 
© V -fe ^ # - S a R {C V ^ T % -9" y # >f 7 # # tE -t Z> if t> IC o V a T £ o T 

£ftftT^^LTV>£^e^££i£#T-r<g>3^£ LT. cDNACIS^J?: 
N Atf)$T#ffl#I#*Expressed Sequence Tag (EST) £_ Itr- # ^-X fCg® 

£ «is -r 3 n it mm -e & & „ 

[0 0 0 4] 

raw ifim& h <t e> ^ -r z> mmi 
© .J; e> iz w t? o &mmi% iz & v ^ t -e&s sn§#§ ©^ 

4 tBSE4# 2 0 0 0- 3 0 



4f ip. 11 — 041336 



* 

£=2— K*t*^3j<U ^ # 1/ K (DNA, RNAfe«fc^ne>©SI##) 
-TSjKU l^^-^ F (DNA, RN A £<fctf^*i , gtstfy**!, 

5 ffisiE# 2000-301900! 




[0 0 0 5] 

mm z m& -t z> t=. «> <d &m 

*#§H9#e>tt. attjfcfflSfc&SfafciB*, degenerated PCR&tCcfcoTffr&Lfc 
[0 0 0 6] 

^ / mmm * -t & z. t. & t * & g s a u * ^ * - s e se * & & 

(2) ±fH (1) Ei®GgaiMSUt-/^-gai0M^^f F££te 

(3) ±fH (1) fB«©GgeiMSl/t^^-gei$:3 - F"f €>1&«I3#I 

6 fcBSE4$ 2000-301900 5 
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(4) DNAT'^S±iE (3) IB«©3K U 2 * K, 

(6) ±m (3) gB*©jKU5?^ \sHr*f- KSr^'TSjiaai^.X^dt-, 

(7) ±ffi (6) fB*© / TOx.^^^-T^«^m$-&fe^«^#, 

(8) JtfB (7) BB«©^jBMeSM*&ig*IU ±IE (1) fB^GgSK^M 
^"fe^*-Se«S:^*Lft«ifcS:#t»i:^S±ia (1) ffifCDGiet^ 

[0 0 0 7] 

(9) ±M (l) lB«OGMa«it^Mb-fe^^-SfiK. _hfH (2) iB«©gp 

(1 0) _tfa (1) I3«©GSeKft^MU-fe^^-ga«©2/^;i/^$;yf: 

W^ftT&SJtfB (9) 8H*©jfi#, 
(11) Jtffl (9) ffi«©St#S:^UT«;S»WrSS, 

(1 2) _tgB (1) SB«(Z)GgfiMifc^i?L/-k^^-gaK. ±gH (2) ffitt® 
«J^^^ K^fe&^ti £><£>i|[$:Mv , >-& iitc J: im&jn* _bffl ( 1 ) SB«©G 

(1 3) _fcffi (l 2) ffi*©G5B«#ftMl/1z:/#-0>y#>K£^;&LTfc 

(14) ±m (i) fB«©GgeK^^§?u-fe^^-ges. _tsa (2) mm<o 

(i 5) _hta (i) mM<DGm&nm&mu-t7*-s;&M. ±m (2) sb«© 

i a m co g se e st u * ^ # - g a st * £ a * © % t © ^ -a- « £ $ i± & < t 
* ft \%^t <Di&<D 7, 9 v - — y tf-%m^ 

(l 6) _hfB (l) ffl*©GSB**MfcSU-fe:/*-SBK, _hIB (2) fB«© 

7 tt55E#2 0 0 0 - 3 0 1 9 0 0 £ 
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(17) ±fE (15) fB«©*? U-->^Si*fctt±|H (16) 
U-->^M^y h€:fflv^T#e>ti*, y#>Ki:±fE (1) Ba*©GSeK^ 

(i 8) ±ie (i 5) iB«©x^ u-->^*s*fett±sa (i 6) mm&x? 
v--z/ym*y hzm^xm^tiz. u#>K£±gE (D s*©GgeR* 

(19) ±13 (3) mm<D#V ? F £J\4 * h V > V *y b&gkftTT* 

(20) ±sh (3) mm<D#v*# v*?- F£mmm&i&.&mmi3x.xf*<D-B 
(2D ±ts (3) mm<D#v*t u**F£fciz*<D-%\izm\,^z£zmm 

£?Z>±m (1) !Bi©l/t^^-gfiS©mRNA©ttm 

(22) ±ga o) mM<Dmwzm^z>z.£*!&mf*z>±m (D ts*©i/-fe 

(2 3) ±IH (2 1) ££te±gH (2 2) fB*©S*#&£MVA£ 

(24) ±ia (2i) *'fc«±ffi (22) mmoyMAxm&m^zzLtz&wtt 

tZ>±m (1) 8B«©GSe«*«S!l/-fe^*-<Z)»3KS:aE'ffcS-e:S (*§&££ 

(25) ±tH (2 4) is«©** v-^y^m^m^xm^ti^>±m <n ta 

«©GSaj|^fi:S!l/-fey*-©«3KS:^fl:S*Sfb^**fctt*©l63!fcifK:» 
[0 0 0 8] 

8 ffif2E# 2 0 0 0- 3 0 
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(2 6) m&ntf. (Dm?m^ i -e**>3*is7s smw&m* : i 

*t?$tl^T^ yTO^tJ*©l ^fc«2TO_h (8F£L<tt. l-SOfgg, 

*L<«, i-3 0iiE «fc-y»*L<tii~i o{@@s> $e>fc^^L<ti 

CD 7 $ J Mtfttto L 7 5 / ®IH^J## : 1 T?^t> £ *l & 7 5 7 

~i ofls«. $e>fc#£ L<tt»«) ©75 /ift*^cD7§ygft-e«iftsnfe 
75 ymse^j, ££&®^*ie>&iis#iir;b-£fe7 5 >>ifcHi?u sew?? 

(2 7) ±sj (i) IB*©GgB«##Mb-fe:/#-gB«%L<tt*©&*fc 
tt±E (2) IB^as^^KfcU tt»ffc^^S:^iSlt3-&s 

^t$:#^^-r^±fa (14) fiBtf©y3tf>K©Sfc£#8s, 

(2 8) U^f> K^Mx.(^7>^^>^>, Ati^;>fK. 3 b 

^U>, Ay^U^x *=^>F$/>, PACAP, iz*U^>, 
tffr-bny^ jjfrt/h-y. 7Fl/;^ya'J>, Wh;**^>, ghrh, 
CRF. ACTH, GRP, PTH, VIP (Ay7^f-f^ -f>5^5V^- 
;i/ jKU^^-K), yvh^jtfx F-m>. ^U>, 7>vx 
>^dF->, CGRP )l $s h — y — > V y F^zf9- K) , n >f n h 

y. TKUt'JX a T$ & —fr^it^ y (chemokine) (MA it, IL-8 
„ GROa, GRO/8, GROy. NAP-2, ENA-78, PF4, IP1 
0, GCP-2, MCP-1, HC14. MCP-3, 1-309, MlPla 
, MIP— l/3 % RANTES^t'), 3iy K-feU >, i>fD^hU k 
;*#5>, nj.-n^>^> % TRH, 70^7 1/7^-T ^^3Ky ^:/#-f K£fc 

ii^f9->T»»4±iB (2 6) ga«©u try Fomfcxm, 

[0 0 0 9] 

(29) (i) ±fE (l) «B«©GSejgC*!eMHz^^-geKt,L<J±-f© 

9 ffiSE# 2OOO-30190O5 
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(ii) ±fB (l) ia«©GgBKft^i/-fe^#-SaM^L<& 
^£>i&£fcte±l3 (2) S2*©SP^^^ F%L<&^-(Z>i&£, y#>K33J:tf 
^^t^^^^M$*^^^©Jt«e^^5fce>^i:^#^:i:-r-5JtfH (l 5) 

(3 0) (i) mm,Lt=.Vi3> KSrJifB (1) IB^^GSSK^M L/-lz^^ - 
SaM=bL/<»^(Z)^^fe«iifB (2) IB*©^^?- F=fe>b<ki:-£<Z>f££^ 
M£ (ii) ^ItL tz. U F£ £imifcft1^«J:f3 (1) IB*© 

GgaM^^Mi^-fe^^-ga®t>b<«^©^^fctt±ia (2) ibis©^^ 
fa«©Gsae^^b-fe^^-§aK : bb<{i^©^^fet±_hfa (2) ta«cD 
&y#>F£±ta (1) ia«©Gga«^Mi^-fe^^-se^^fe»^<z)i&^ 

(3D (i) ilbfc'J^ K£_ti3 (l) iB«©GS6Sf±yg:Ml/-fe^#- 
ge«£^1-£0J^{C^M$i±£i©l=r£, (ii) mmvtc V tfy F£J:tfi*i& 
ttH«±lB (1) lB*<7)Gge«^fSMl/-fe^^-SSKS:#^-r^>0^{C^ 

mi-zztzftrnt-tzv Ki:_hsa (1) sa^^GseR^Mi/iz^^- 

(3 2) (i) tR»bfeU^f> F£_Lffa (1) SB«(30 GgeiMM U-fe - 
SSK$:^*t-^m©M®^lc^M$itfc^i:. (ii) «»LfeU^T>Kfe 
J: tmiMt ±K (1) IBtCGgeRMS l/t - set fe^f t5 
M©m®^c^M£itfe^lc£tt£, «8«Lfcy F©s£Mtf>Jg|®3Hc 
#1" £8W£U Jt«-rSii: *W&t.-$rZ> V Kfc-fcffi (1) IB«© 



ffilEE# 2 0 0 0- 3 0 
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[0 0 10] 

(3 3) (i) «»LfcU^>K€:±Sa ( 7 ) gB«<Z>&flt£$tt&gft£? § 3 £ 

jc j; o T»^fc«Sift©«ijisiRtc»3s Lfe gi e shifts nz -sa»tcg 

(ii) fliatLfcy^KfiitfttJifcYfc^fejiK (7) |B«© 

v^y^t±m (1) ffi*®Gsajat^si/-fe^-sa«*fct±-e©fti:© 

(3 4) (i) JbBJ (1) IH«©GgeK^^M^-fe^^-SeK*fett-ec[)^ 

zmmt-?2>it&mit±m (d iB«©Ggejc^«:Mi/-fe>> r *-saK&^ 

tSiUHctM$-&^i:, (ii) ±fB (1) 8E*CDGSa«^«Sfu-fe^ 

#»4i"rsy^f>Ki:±ffi (1) !B«©G5esMa i/t -geit tt* 

(3 5) _t|B (1) sBiOGISfMaHE^^-gBI^fcti-ecDll^^tt 
ft^SttiM^JtfB (7) ffi*©^JMK#|fcfci8#^s - £ lc J: 0 tm^ 

fa (1) mm<DGm&m&nmi'^7$-m&M*t~te?<Di&zm&ft?zft& 

««si#©«ijfiiiiK:»3SLfcGsa3a^ai/^^*-sa«cig«s-&*:»^ 
feasts, Gsajtt^!aMi/i2^*-gaKS:^*«ij^ja»?sttS:ai^L. jt 

«t-Sii:*4f»i:"rsy^>K^±SB (l) SH*©GSa«^«Sl/-fe^*- 

[0 0 1 1 ] 

(3 6) _fc=B (i) mm<DGmBM&'&m\s±-j$-m&'g:zmmt?2>tt 



1 1 £BIiE# 2000-301900? 
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y^U9'», ^-^pi/hi/>, pacap, ir^L/^>, F 

— > % 7KUy^^a'J>, Wh^^5^>, GHRH, CRF, ACTH, G 
RP, PTH, VIP (;ty7^f^ >f ±)h tKV^^F), 

WF^#-^>, K-/t^>, ^f'JX.y^'JX zf^V^r — y^ CGRP ( 
#;i,>> b -yp-yv v-y-J v F) , D-f3MJx>, A>^l/7;* 

:/n*#^>s;>, hn>/j?dftx T'rJi/y, rFvtyx a 

feitJf/S -^^E^^T > (chemokine) (Mill IL-8. GROa, G R O /8 
, GROr, NAP-2, ENA-78, PF4, I P 1 0, GCP-2, MC 
P - 1, HC14, MCP- 3, 1-309, MIPlo, MIP-1/8. RA 

yyy, trh, i/7f-f y FSfcttjtf^— >T*s_tis 

(3 3) £fc&jhfE (3 5) mm<D^^ v~-ynm> 

(3 7) .LIB (2 9) ~ (3 6) IE*©** U 

(3 8) _hffi (2 9) ~_hfB (3 6) fB«OX^ U-~>^^T'#e>tlS, D 

#>f£J:bb (i) mn<DG&&m&nmuiz'7*-&&9t*ittiL*(D&.£<Dm 

[0012] 

(39) jtiB (i) tzm&Gm&w&nmu±7* -m&Kz&m-tzMmz'S 
mi-2>ztz!&wi£-t&±m (i 6) mmox? v --yym*v k 

(40) _hiB (i) &m<DGm&m.&&mi'-te'7* -s.&'tt&'&m-t&mmom 
m^^^-r^^n^^mt-t^±m ( 1 6) mm<D%? v--ytrm*cv 

(4 i) jhgB (7) &n<oi&&&m<**mm?&z.iiK&vTWij&nmi&#<Dm 

ie (i 6) mmcox? v--ysfm3rv 

(4 2) ±|B (3 9) ~±fB (4 1) fB«<Z)X* U-->^ffi^-/ F£fflv^f# 

1 2 ffifiE#2 0 0 0- 3 0 
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(4 3) _hfH (3 9) ~±ia (4 i) mm®*? v -->tf%*y hzm^xm 

(4 4) _h|B (9) mMnffifct^ ±m (1) SB«©GgBJSt#«3!Hz:/#- 

4«*i:*-*.h« (i) ©Giat^tsut^^-gei, ±ih (2) fa*^ 
(4 5) ±ib o) mmvttfct. «««^«fctjt*gaftstLfe±8B d) ie«© 

se**«ffli/t^-se«, _we (2) «*©aj^^K*fctt*ti6® 

«tO«ff^*W)t-r*CltS:#«i:f *««»rfi©±gB (1) fB«©GgaK^^ 
Sl/t^^-IBI, JifH (2) IB«©«|J^^KSfctt^nfe©^©3t*S 

(4 6) m&m£mto±K*mmi,ZL±m o) tf*SMssftfc 

©«»m©»tt&M^-r«ii:S:#»i:"rs«tt**o±gH (l) f3«©Gge 

i^Mut^-iei, _hiH (2) ffi«©aj^^K*fctt-en&©ift© 

[0 0 13] 

1 3 fttl#2 0 0 0 - 3 0 
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. 7«yf, v?*, tyy, i^l/fc^f) <Z>& brawns ( 

m*j*> wmm. nmmm. ^ntt m^mr #iBfflj&. *-9->^?a 
am. 3j&*his, -l&wh&l ftfemm. mm^mm. mm 

mm. mmm. mmmm. &&m& («u 7^77-^ t^hr Bmm. -r 
^zt^)^=y-mm. mmmm. n^n. mmm. mm . umm. 

mmmm. mitmrn. it mm. -wwm$&. m^mm. m.f&mm. jffM&b<ii 

^ & cm. mmm. *mmm.m. mm. &m. urnr®. mmrm. 

/wk. &mm. mmm. mmm. w$t. mvtm. mm. mm) . mm 

. Tift, ff, ffiflfc WHL Jff», £3tJ», Jffi©^, #*, 19V. &m 

. s&f*i> jro, (M, /M») , &m. ms%. mm. mrm. & 

«m> mm. mm. ^-g. was. -g-i&]^^ 

[0 0 14] 

• te&J 8 0 %U±. «fc »J £F£ L < fcfc$J 9 0 %a±. S IC#£ 1/ < 9 5 %J£Ut 

o 

(M. *&0. 01~100§, ^^Kli^O. 5~2 0fi, cfc'J^F^b 



1 4 



ft SEW 2 000-301900; 
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[0 0 15] 

®mmm* : i -vmt>2to* r ^ j mmmz i * t=. \t 2 rajKJt l < it. 1 
-soiiE «fc»;»*u<tti~i oigE $e>t:#*L<tt»«) ©7^ 

S£tt2fl£a: («F*L<H l~3 0ilg, J:yff*L<ttl~10iiJS 
[0 0 1 6] 

(Dls1Z-?$-$yrt?nit. C^MtfmigJjKtflrisJVg: (-COOH) $fcfct 
*>)ltf*i/U- K-COO") TfeStf, C5fc3£#7^ F (-CONH 2 ) £ £ 
(ixx^;i/ (-COOR) Tfeot ; feJ:V> 0 

3^^i7rM:fcW5RiiLT«, Mill :h^;k n-^nt?;t, 

, -f y^ 0 nif;i/%L<»n-^;i/^^©c 1 _ 6 T;i'^;i/«, MiH S/^n^ 

-±7^^if©C 6 _ 12 7i;-^/g£, Mill 'OS^K 7i*fMif©7i 

1 5 ffiiEff 2000-301900! 
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ftttaTS SWt<D9A&±<DM&& (m?L\i. -OH. -COOH, T ^ / 

>rs#v-/i/3k -r>F-;i/«. pT-vj&iziz) tfrnrnteumm cmx-it. 

[0 0 17] 

fl£^fIiUc (8izM£ (Hydrophilic) «jfir) i: § Jftfeas^fc-^tf*^ 

(Hydrophobic) iSfi^-SPK:^^^ K%H«»C^ 

v^££tf-e£*. i^© F*-f irate ^fr^f- f*>jbv^$#. 

1 6 miiE#2 0 0 0-3 0 
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L < 8 0 %JgU:, J:»J»*L<1±*&9 0%J£<±, ^^Uli»9 5% 
Jet-hOfflHtt&'fr'f ST $ ^SfclE^J feast*. 

[0 0 18] 

*©r$yKK^IK:i*fctt2fiJK± (»su<J±, i~2 0igE «fc »J 

b<« i ~i ommm. zbiz&&L<izm.m) <D7$ ;m&tfjjav. %t=. 

FSC*Mf *;i/:}>>S/^S (-COOH) £ 
fettA^/sK^rS/U- h (-COO") f&ffiLfc:£$8ir5©*:wt*«© 

r^<. c*^7^ F (-conh 2 ) (-coor) t&o 

Tt)j:vv 0 

*»W©ap^^ Fitcxmifimn* (-cooh) * 

fca*;i/5K^i/l/-h(-coo") t?&s**, f&iBOfc-fc&W©* >/\°^«©r 
fc<, CW7$F(-CONH 2 ) Sfclix^-r;!/ (-COOR) TJboT 



&fiE4# 2000-3019009 
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[0019] 

ttffi«^e> e #&*n© i/t ^ # - s a K©«na^stc j: o t »ji-r & z t % -e 

tSU tIt5M®l/t^-gail:3-FtSDNA5:^t§fI 
* i ti IC *p £ T 9331 -t Z> Z £ & . 

[0 0 2 0] 

;i/T;i/n-;i/^g|, 4 -*^;i^>Xt: FU ;i/T S; >»fll, PAK«BB, 4 - t: F 

u^t/^^ji^^-jvy =n-jvriE hr$ f*^-;i^i§> jKut^u;i/T^ f»bi 
, 4- (2' ,4'-*?* h^-iyy ol-jv-h Fn=f 7:ny 3f >>ltfB§> 4- 

(2* ,4'-^* h^rS/^rc^;i/-FmocT^ 7 7 a: ^ 3r S/JSJIg& £ 

^tm§o e> a -yi* ; mt.mm-gmmzm%iz&m 
izm^ mm±T*m&^i±z> a ^(Dmrnzmm^^^y^^^^vm-Ttm 

1 8 ffi!iE# 2 0 0 0- 3 0 1 9 0 0 5 
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ffiffc«&&«^S£i:#T?£S#. #{c, *^/sKS?>f$ KS#J:v\, mitfvj 
5 KiilLTH DCC, N,N'-*?>f y^ntf/l/^^/sKS?^ ^ H\ N-oc^;i/-N'-(3- 

fttCtt^-fe^-ftflrilitf^illS!! HOBt, H00Bt)££; fctc-Rfcr* y 

IBfll tc ^ AD tS^tfett, * £ HOB t a: ^ t- ;b & 3 V x « HOOB t m x 

[0 0 2 1] 

jSftstu o°c~5 oncttfflj^bjajita^sns. tstt-ftstifcr 

[0 0 2 2] 

Mf4tf)7^ 7*<z>^S*£: LTli, ix.}l z, Boc, 

>>#;i,^-;k ci-z, Br-z. y y^jv** h'j7Wn7t 

1 9 ffiSE#2 0 0 0-30 




11—0413 



# 



#;i/;K3f 7;i/3f;i/:n*-r;W[: (M;U;f. 
;i/> 4 — — h o *<y 4 - * h 3p S/'O 4-^nn 

--hn^>^;k Br-z N y-:f^;i/&£?# ? /g^'b*i£o 

fc**-$>>©>f ^ #)J-JV(D&mMil btlt ffifjttf. Tos, 4-* h3r£/-2,3 
,6-h 'J ^^l/'Oif DNP. ^>i?M^fS/^f;i/, Bum, Boc, Tr 

[0 0 2 3] 

#l 7S?F. JSttx^f^ (MxJl ^> # ? □ n 7 x y 2, 

4,5-hy^nn7x;-;K 2,4-^hn7i;-^ S/7;^W^3-^ 

-f*F, HOBt) tfO^-rM fc£#;gv^*is. M$*©7 ^ J m<D?$mt£ ft 
f~%(D£ L/Ttt. ix.ll >ltfJS^€> !J >Bfc7S FtfJBv^ft*. 
«SKS<Z>l£3c CM) UTl±. 0ff;ttf, P d-M&S^ttPd-fi&a&fci? 



2 0 



£IE# 2 000-3019005 



4#^P 11 — 041336 



, tr^us?>, tr^s? -asanas, ^^m^t^^e-t^^- h v 

-f h\ 1,4-^^5? yV^Tt-fy. 1, Mb Z<D& Stall 7* >KB&. 
[0 0 24] 

ion, s/stc w-^-rs wt6S©?&M& if »&*!©£* t=. \t^<o^mtc e> 

©*&l$*Lfc*>^#jRfcS:aS3£u 3©M# HfciilB Ufc J: ? 

#;b^^;i/^£mM©7;b:3-;i/^£#g-£L7 5 ^ fiftaix^^i: Lfc^, * > 

2 1 tfifE4# 2000-301900 




11—0413 



[0 0 2 5] 

•e^S. ^Oi^^II©Wi: Ltd J^T©®~©icf3« 

®M. Bodanszky «fc # M.A. Ondetti, K 5>>-fe>>X (Peptide Synthes 

is), Interscience Publishers, New York (1966^E) 

(DSchroederfc^tfLuebke, if K(The Peptide), Academic Press, New Y 

ork (196530 

®^mm^m. ^^F&f&v&mnmm, nmm) (19754?) 

®xa>mm &zvmm&^ ont^mnkm®. u fiy^twwtmn. 205. ( 

1977^) 

®$:Mmmm.m. mm-mshomft mm k-s-j* jk/iw/s 

[0 0 2 6] 

##gBJI© Ixt^-iai&n- 2 1 VTt^ Ft Ltlt gfr^Ufc 

*»ISOUt^?-gaKS3- Kf££3K#J (DNAifettRNA, I; 
< & D N A ) ^^"^©T^ftli^^^©-^^*).!:^. gtf<y**- 
K£ *J8i0Ut^-5ejS(£3-Kt«DNA, mRNAf 



2 2 



ffiSE# 2 0 0 0 -3 0 




4# ¥ 1 1-041336 



H^liDN A, -*iRNASfcliDNA : RNA©;W^y y KttiiK — 

(HP*., T&^T*, T>^-fe>^ (HP*, 

^o^g^OT rjfPCRi:f(OjSfflj 15(7), i997K*©*i£*fctt*ti 
tcmC^^^tCj: y, l/t -let ©m RN A ^gifS - i:^ 

M©l/t^^-gfiII:n-Kt§DNA^L,Tli, 

I**©cDNA5>f^7'J-, ^DNA©^fmftJ:V». ^^'J-lC 

K«:ifV^*n?feoT'bJ:V%. jfefc, ttrfHLfeM • flgjgj: y total RN A^fe 
SmRN AH^&IMBLfcfcCD&MvxTlffl&Reverse Transcriptase Polymerase 
Chain Reaction (J^T. R T-P C £ Bg$ft1-§) &C£ o T^(^"t"-g> .T. £ 

N A t? & Ji ti fati © *> © t? % «fc v a „ 

m^m^r : 2 T?^t>S *l & 7 0 %&_fc, ^£ < 8 0 

%JK±. <fc V&& h< IZffiS 0 %£K± % L< It® 9 5%u±<Dmm j & : k 

[0 0 2 7] 

if. ^EU^rrL^- • 9u— — yif (Molecular Cloning) 2nd (J. Sambrook et 



2 3 



ffi§E# 2000-30 1 9 0 0 S 




11 — 0413 



# 



al., Cold Spring Harbor Lab. Press, 1989) ICIE%©;£M& i£lZfi£-o T?T& O 

mM, |ftt<li|«I19~2 0mMT% 5 0~ 7 L < 6 

0~ 6 51CO^#$:^-r o 4#{C, t b 'J f /aIS*^ 1 9 mMT'iSIi!)^6 5 t 

•r & d n a & if # m v % e> ti . 

NA£ffiraWfc&£ffiW©-8P£-&^LTfc£3Ky S * I/** 1 Fttt, TfS©^ 
^CDgB^y^ K&3-Kt5DNAS:fe*tS£»TH:!5i;<, RNA5:t)^ 

"Cfr, KRNA©^Xtt»IB«:ieS'r*i!:^^**\ fc^ttG^SfC^ 
MUt^:?-geiiaRNAi:©SS^M§:/MTGiei«tiH2^^ 

-5eKBB3tRNA©3i^StifcIB3WItcffiffifi«|ftjKy * ? F\ WGgfi 

sjku v*? f«, ^fr^aLijf^^GseK^ismu-fe^^-siaKa 
ffifg r^-rsj aft-cs^&^fefc^^ f\ i&mmwxit 

2 4 ffii£#2 0 0 0 - 3 0 1 9 0 0 ! 




11-041336 

b^F. &mmwxit&mt'<'7 j ?F (set) tomx* Tttj&t&j 

-?<Z>5* Sg^Tfcf^/l/-^ 5' 38 6 -^-;*/*7 • UfcT-K 5' 

3' 3g#N!KlRM^c> 3' «;fy>Kn-Af«, &tf3' ^g^T^>;i/-^«^ 

[0 0 2 8] 

-e&s£^e> ifc^Tfts. r>^-fe>7. • i/^-^ Kt± 

„ 2 --x^^rSz-D- U tf-^&^^LT^&iKy -t^^S/j*^ F. D- 

*U7-ttDNA^)RNAtfi|:lfliSft5J:^iigS©/<7ijt^ttlS©f5fi 
2*«DNA, 1*«DNA, 2*IRNA, l*iRNA, $e>KDNA:R 

*M-y dr** i/*-^ f) , s ^tctt^o^ftiro^snfc*!©, 
SF-eai^tifcfltK©^*©, ^^©tf^fcfc©, ^^;wt:$tife%©, i 

M^±©5c^©5? * l^f- F^ilttfillf^©, #^-i*-5t* 1^5=- K&Jftr 
©£*i£=fe>©, «f*.tf^fir«*£-& (Mill *3-jvfrxts*- K ***hy:n 

) &#o£>©. MAtfSfiSt (5C^UT-if, 5? ? UT-if • -f >fcfcT*-. F 

*tsy. Ufa. 5>^-;i^^f. jKu-l-u s;>feif) (MxH 

2 5 ffi!I#2 0 0 0 -3 0 1 9 0 0 ? 




11-0413 



$:t*?£tt£=bo£M, **3R, Kfttto^M&if) 7/1/ 
te©tt*8ta£2S£ 5 fco<fc3:fc%©&^T?v*T.&v* ( , ZohfcBMmit. 

> & if OWIga fc $ *l T V x T J: V \ . 
[0 0 2 9] 

tt&moTy^m/x • tfu 5? 9 i/** f rna, dna, 

VMifMfrSftfcStBfc (RNA, DNA) T*&3 0 te<*3*lfc«»©A#ttffc IT 

ttStifccDiKiisiaMfr^^^^^i- hmmfa. -e-LTsKu F7^ f 

ffSjft^S. i-fcfctu fllllB I* T? © 7 S^iz:/ ygcJtfcfcCJCf 

7>^iz>*«ifc©iiiHM3Stt&«fc yififfts, B«i:-rs-fe>^«iK:*f-r*a5Ri 

& J: »J/.h3 &*©£-*•*. 

3-9 VXmmtmm^WFXm.^<n^tlXi5^ 0 mz-lf J. Kawakami et al., 
Pharm Tech Japan, Vol. 8, pp.247, 1992; Vol. 8, pp.395, 1992; S. T. Cro 
oke et al. ed. , Antisense Research and Applications, CRC Press, 1993 & 



2 6 



{t}fE#2 0 0 0-3 0 



4$ ¥ 11 — 041336 



n-;L/^&h*) #&tfe>*i-g> 0 z:e>L£&©{i, ^©3' m&2>Wi 
5' «M*#3iir&£i:#"T?^ 11, «t delfts* 1/*$/ KJg-^&^LTf* 
*£-&S3£:#^£e><5 0 ^©ff&©»£ LTJt «gfc©3' Sg&svwiS' Sggic 
4#^l&K:SB1fiSftfc3r-V v^ffl©£T?, xdpy * ^ L/y--fe\ RNasefeif© 
2 ^ 1/ T - iflC J: £#^£|®iti- &£#>©&©#& If ?>n*- 3e>Lfi^rt«y^ 
FB<D&£LT&. /K'Jxf zi-;i/, ^ h 5if 1/ > yy £f©$r 

[0 0 3 0] 

©c'DNA, UffiL/fcttlflS • jffiHE&jROcDNA^-f ^"9 U ^DNAO^ 

jBS • ffi««fcymRNAM#&IJf^;fc%©&tf ^TiMReverse Transcriptase 
Polymerase Chain Reaction (J^T, R T-P C R&£ B&^t" -5) iZ J: o T*tMB"3* 

2 7 ffigE# 2000-301900S 




11 — 0413 



D N As (2) @B^JH# : 2 T*mt>Z tl S *ftM^J A >f X h U > 5? x > 

fc^S l^t^-ga«5:n- K?"* DN A<Z>»#t6a^B#J&^-r*DN 
Aft£*#M^?>*l£ 0 

@H^J#-^: 2 S n*ttSS?!lA>f ^ 'J ^ >f XT t S D N A L T tt, 09 

itH ~mm^ : 2 *e*t>$ti&ftSBB^i:*5 7 0 %J£t_t, b < 8 0% 

j^Lk. j:»jjfti<ttft9o%K±, b< itms 5%PA±(D^m^m 

[0 0 3 1] 

*^9!©i/"feX^-Sfift©— au**v^Ji^«&=i- Kt6DNAWI^t)b< 
tt^DN Afcffi^TSSftbfcfcCDfcC^W:/!; #V if- S/ a > iC J: o T^Slfr 
/W ^'J if- a Mx.ll ^ ly3f n^- • ^7 

O — — y*f (Molecular Cloning) 2nd (J. Sambrook et al., Cold Spring Har 
bor Lab. Press, 1989) lCfB«<£>#i£ft E\Z'&i Tft ft 5 Z- £ &T* & <£> . 

ft e> r 

[0 0 3 2] 

DN A©Jfei6gB^J©ldfilti, 4fcfcI©dpyK ix.il Mutant™-G (SSI (t* 
) ) , Hutant™-K (SSJi (**) ) ft£f£MV^. Gupped duplex^Kunkel^ 
ft if <D g #&*T© & V n *i ICflS b -5 iC m. o T ft o Z. h # -5 



££#*T?£S. ^DNAli-€-CD5' 5ftSgMtcaiRB§^n F > £ b T <D A T G ^ 



2 8 



ffigZE#2 0 0 0- 3 0 



1 1 — 041336 



U ££3' 5MBWKfcMH3R*lt:3K>£l,T©TAA, TG A jfcfcliT AGS: 
N A T ^ # - 5: M v * T tfM f •£> i £ =b T*£ £ . 

^-gfiflrn- KtSDNA^&afi«fi:t5DNAi^S«y ffib, (□) & 

d n a m# & mm ftmrn^ & * - :/ □ ^ - # - © tcjug-r & 3 ^ ic ^ y 

[0 0 3 3] 

bTtt, *3&KS5fe©^Xi$ K (« % pBR32 2, pBR32 
5, p UC 1 2, p UC 1 3) , M»^7X5 K («. PUB 1 1 0, 
PTP5, pC194), *#fi3R^"^ $ K («, P S H 1 9 , p S H 1 5 ) 

, ^3c=LUyjJb7.t£}£<DM%9y'()]/X&¥(Dm. pAl-11, pXTl, p 
Rc/CMV, pRc/RSV, pcDNAI/Neo^ifA?ffimn§ 0 

o 

, ii^Af ^Sf-e^Sft^tt, SPOl^D^-^- SP02^D=E- 
penP^D^-^-^if. iMit'$l.|^i PH05^D^- 
PGK^D'E-jf-, GAP^n^^-, A DH:/n=E- 

£ bv^ ^tfM&ffflflg-e&^^i. jK'j/NKy^^n^-^-, pio^n 



2 9 



mSE#2 000-301900' 



4f ¥ 11 — 0413 



[0034] 

*r+n/. tfVAtfMi/y-*-^ mm-?-*-. sv4oan^'js;> (jsat> s 

V4 O o r i fcB&ffc-T fc^fc^bT V\§fc© &fflv%* £ fc'tfT? 

^•So I«Y-*-i:tTii, iiH KnilK»7C#3R (J6*T. d h f r 

fcfc^ (^VbKt-h (MTX) Wtt] . T>H°S/ 
U >Wi43ftfc^- (J^T. Amp r hB&ffc-r £#-£#&£) > i/>Wfem. 
fcjf. (j^-jc % Ne o fcBMfc-rs G4 1 8»tt) ^**&lf £*\,£o 4$ 
^ tC, CHO (dhf r") M&ffiV^ dhf rI^5:M7-A-i:tT« 

ff©N#5fc{rafc#fln"r<5. ^£#:n:>:ny ii 7 MS te. PhoA • i/^ 

-*-/l/B2#U OmpA • S/^^K^ffciftf. t±*V1f;VXlST'feS^H a 
-efeS^li, M F a • £/£V-;i/fB#K SUC 2 • S/^^KMfcif, 

[0 0 3 5] 

li/x'J tlTM^CD^Mi: LTtt, Xi/x'JtT-niJ (Escherichia col i 
) K 1 2 • DH 1 l^U S/-*^>^X • sTX • if • ^-S/a^-;i/ • T^-x^- • * 
~7~ • n: > i/ X • • if • zl — X7.ac— (Proc. Natl. Acad. Sci. US 
A), 6 0#, 1 6 0(1 9 6 8)], J M 1 0 3 I* 9 \s y 9 • 7 */ y X • V 
iJ--^S (Nucleic Acids Research) , 9 309(1981 )], JA221 
[p-y—i-;]; • yff ' U^r=L^ — • i? — (Journal of Molecular Bio 

logy) ], 12 0i, 517(1978)], HB101 {isV-±JV ■ • ^ 



3 0 



ffifiE4# 2 000-301900 



• * 
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• X>(7tU*?-, 4 11, 459(1969)] , C600 
J V 97^ (Genetics) , 3 9t, 4 4 0 ( 1 9 5 4 )) & if #JBV* £>*l£ 0 

Af^JIftl/TH Af • tf (Bacillus subtilis) 

MI 114 24i, 255(1983)], 207-21 C^>-^;i/ 

• iff • A>(7tfr ^ h 'J - (Journal of Biochemistry) , 9 5i, 8 7(19 
8 4)] fciftffflV^JlSc 

^#£l/Ttt. Mill t>y*nv>ftX -fel/kf^/X (Saccharomyces cere 
visiae) AH22, AH 2 2 R~, NA87-11A, DKD-5D, 20B- 
^ 12, i/^-try ;*7 DV-f -feX jK^^ (Schizosaccharomyces pombe) NCYC 

1913, NCYC2036. hT3fT A^h'jT. (Pichia pastor is) & if # 

[0 0 3 6] 

(Spodoptera frugiperda cell ; S f M2) , Trichoplusia ni(Dtp 
IS^OMG Trichoplusia nitf)#Pfi5fc(Z)High Five™ gyg, Mamestra 

brass icaeS5ft©^Hfig^^«Estigmena acreaft^CDgJ^^ V* £;Jx£ „ #>f 

^^BmNPVCl^tt, Sft**ftffc*fflilS (Bombyx mori N; BmNffl) & 
£#J§V>£>*1&. iSfttiltlt iiil S£9« (ATCC CRL1711) % 
^ S f 2 1*WJB& (J^±, Vaughn, J.L. -<> • -f sK (In Vivo) ,13, 213-217, 

(1977)) fc£#JBV*e>;iXS. 

(Nature) , 315 #, 592(1985)) „ 

m^mmtLXlt, Mill t)l/«COS-7, Vero, ft>f--^AA 
*#-ii«CHO (J^T> CHOjjM^BglB) , d h f r mte*Xm?-V 4 
XA^^-iiCHO (JsATU CHO (dhfr") MM £. B&fB) , V^^L 
7^AtT-20, v^X^XD 7f bGH3, H h F L^ff 

[0 0 3 7] 

3 1 tfi £E# 2000-301 900 
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• -rs/a-f-fr • 7jj-r$- • nrrf • iM x>smx • Jt~7 • if • =l-3L*il- ( 

Proc. Natl. Acad. Sci. USA) , 6 9f, 2 1 1 0 ( 1 9 7 2 ) J?> > (Gen 
e) , 17f, 1 0 7 (1 9 8 2 ) fc*?KgB«©#&Ct£oT*Tfc5 

o 

;i/ • S?:c:frir-f y #X (Molecular & General Genetics) , 1 6 8i, 1 1 1 ( 
1 9 7 9)teElzmm&^miZ'&^Tfi*?Z.£.tfT*£2> 0 

SW&EMBMEIfei-SKil;*, ^vVX-^v-i^^d*;- (Meth 

ods in Enzymology) , 19 4t, 182-187 (1991). ZfU */-py 
>fX • yff • if • ^-2/3^-;i/ • rfc-r^- • • if-f :n> WX • • if • 
rL-oi^X- (Proc. Natl. Acad. Sci. U S A) , 7 51, 1929 (1 978 

m&mm^tcitm^mM^m-t^izit. mx-it. mx/tv juv- (bi 

o/Technology) ,6, 47-55(1988)) & £*lCfB«©;£&lCfi£o X'fil£ Z> ZL £ tfT*% 

263-267 (1995) OtWttfM?) , U U i?- (Virology 

), 5 2t, 4 5 6 (1 9 7 3)i:E«OMicHotfi*^r 

> *>3-x, f^hUX ■BT«tt»», S/a«3&if, S*»ilUT 

, rt1?>f>. f*fx3r*. A l/^ ^> aitiil^ foil* fcii^im 

3 2 aiSiE#2 0 0 0- 3 0 



#5p 11 — 04133 



[0 0 3 8] 

;mZ^tiM9tgi& Ur?- (Miller) , • - X? x^V ^ >vy 

• > - ^^^^7- • S/j:^^^ (Journal of Experiments in Molecu 

lar Genetics) , 4 3 1 -4 3 3, Cold Spring Harbor Laboratory, New York 
1 9 7 2) ##£bV^ Z.Z.\Z,&mz.& V7u*=-$-$:mm&<W!fr-&2>tlb 

tc, 3/s--r>Ku;i/ 7# v jvmv&o&mm ztu tfT'^z 

0 ii^Xi/x'Jk7li©f^ 5~4 3 < CT?#<J3~2 4 B# 

i±^i«T^SMlGi#S:Mt5^ WITH Mx.il A-?* 
— A/if— (Burkholder) ft/J^% [Bostian, K. L. ryn^-i/'>yx- 
tf- • if • ±i/=ii-)V • y%^* — • ^-^r - -y-^x^ w x . ^-^r . -tf.ri.-x 
XX- (Proc. Natl. Acad. Sci. US A) , 7 7#, 4505(1 980)] ^ 
0.5%^;8^ft5SD«ifi [Bitter, G. A. ^Xiis-Vy>? 
X • if • -^S/3-^-;i/ • y*-^ - • - if^fx>^>f x- yff • if • n 

-x;*X- (Proc. Natl. Acad. Sci. USA), 8 1i, 5330 (1984 
) ) #&fcfe>*lS. ««0p Hl±^5~ 8 3: 
*&2 0TC~3 51CT?*&2 4~7 2B3MBtfT&V\ &JfK:j£ KTm.& J PWfc&to7LZ 

[0 0 3 9] 

ace's Insect Medium (Grace, T. C.C. , * -Y ^ -y - (Nature) ,195,788(1962)) 

tc^Mfrffctfci o%^^jfa^©^«^^i:^n^fc^ (D ^ if ^ Mv ,p jtLi g >o ^ 

*6©pHtt*&6. 2~6. 4KWfi"r&<Z>##£ LV^ *#ttai«*&2 7TC-e*Sf 
~2 0%(Z)»til:^tfMEM^« Cif-fx>x (Seience) , 12 2#, 



3 3 



HJfI#2 0 0 0-3 0 1 9 0 0! 
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501(1952)] , DMEMfgife [^V D □ (Virology) , 8#, 3 9 6 
(1959)], RPMI 1 64 0§t • • if • 7^ U A> • 

j^^r J jlfti - 7Vi/X-i/3> (The Jounal of the American Medical Associa 
tion) 19 9t, 5 1 9 (1 9 6 7)], 1 9 9 Jgjfi i^U */- Vis? • • If 
• y-tf • -7 tf— • if • 7^4 *U S^^j;!/ • (Proceeding of th 

e Society for the Biological Medicine) , 7 3f, 1(1950)] fcEifiH 

*&i 5~6 oBSiBWrfcvv ^nci^DTii^^m#$:in^-g>o 
U±<D£o iz IT, ig»©iMlc^f®Gl'fiS^fSbiz^^ - 

[0 0 4 0] 

*m m & is -fe ^ # - s a « & * & s v ^ tt*mi& & » m -t & iz m l x 

£ 0 me,0^©m iiSi:bTll 

M-r&jjm. Mftm. K#5iS8u tfjvzmm. &&x$sd s-tfvr? v jvt 

7h^57-f £>^£#JMi" 6 77-f-f-f -^n7b^77 

&*flM"t 5 «E«j^«ft«icS&ffi3&if0^mj^©^5:l'Jffl'rs* 

3 4 tt5siE4f 2 0 0 0 -3 0 
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[0 04 1] 

tif~mGizte&fa'Att<D^&&zw$*nizmvz^mizj:*), m^^r^tm 
®mz : £m'tz>z.£tfT*^z> 0 

mB^mmm^wm^^>z.n\z^ fcMizmmziMx.f-*). jku^^fs: 

2/ - if if # JB V ^ £ tl Z> „ 
[0 0 4 2] 

[0 04 3] 

(a) =E^nt-/«4»i©#i 

3 5 fflfiE# 2000-301900 



11—0413 



y ^$:^g#bTt)«fcv^ 0 i$L-$temn 2 ~ 6 mmz i tu-ro, ft2~ioiitfg^ 
yf, v?*, 5^k t:^^\ -vw&if e>n*^ 

[*>f^- (Nature), 2 5 6^, 4 9 5S (1 9 7 5^) ] tC$£V>|| 

M-t&z.t:tfix*i*&. m^mmmtLXit, mz.it. xv^uyyvzi-j], ( 
peg) ^±y#j v-i Kxteiftf&i? #£b<tePEG#jgvM?>*i 

fiilii: bt it. mZ.1t* NS-K P3U1, SP2/0* 

*i£7b\ P 3 U 1 L<ffii*£>*iS. j§v*e>*isjftfttg£*Hiie (HKM) 

jRt#«ja*miafti:©#* LV^ifc^SJil : 1—2 0 : HSffty, PEG (ff 
&L<IZ. PEG 1 0 0 0~PEG6 0 0 0) ^10-80 %g£©$R£T?*iD 
S*U $J2 0~4 0°C, #t b< &&J3 0~3 VCe^Jl ~ 1 0#R|>f >3f:a/< 

[0 0 4 4] 

S-frfeHffl (#U v-r^n^i/-b) lc;W:/y F-^#Jh?if £Mib, #ac 
M#7>?x*, Kv^^M^n^'J >Jfi##ffi^e>*i&) tfelt^u^ 



3 6 



ffilE#2 0 0 0 -3 




09*. tf, 1—2 0%. #$l/<ttl 0~2 0%©4^J£lfilSf fc-^frR PM 
I 16 4 Oi&ifi, 1 - 1 0%<D*m , Jllfo.m*'&tlG I Tigtffi (ftJft&fiilXlfl ( 
80 ) Sfctt^^^U K-vMiil^i (sfm-1 o l. B*9g& («s 
) ) &£f£fflV^:i£#-e£5o #*lifi£fcJu if 2 0-4 01C, #£L<teif$ 

[0 0 4 5] 

(b) ?Ul--)\sffifo<Dmm 

n^mm. ^*y&m& cm, deae) iz&z>m.m,mm. mmfo&. >f 

[0 0 4 6] 

3 7 ft!EE# 2000-301900 




i 1 — 0413 



:/^>ifc*j-u *j$o.i~2o. *gF*u<ttj0i~5o«#-e*^s'-ers^ 
ffitt<Dftmmm£mm<D&&yu7vy(DfrMmmmzm^xft&z> z.£&xi* 

[0 0 4 7] 

rrr-xh) ©swt, (2) *«^©Gse«*®!Mi/-fe^*-5ajBt©fliiB^ 

±JC»3t , r*3K*© : ?B&feJ:a t /*fett?l&i!3W» (3) m^mWiM. (4) * 
!6^(Z)Gge®^M^iry^-gaKic^i-§y^> K©^*> (5) 

7=7-* K 7>#:?-^ h&if) U (6) *»«CDGgeR 



3 8 



ffif£#2 0 0 0 -3 0 




#^ 11—04133 6 




5§t£© bt^^-gei, ^ ©gp^^?- F££&^ne>©^c2fi-&m£Mc<k 

(9) 2fs:||^OGgSgJt|§S^t^^-gSgl:2 - Kt5DNA5: 

So 

fc ttf fflgp^^ F 3 - F t S D N A («T. #?§I3!©D N A £ ti&m^&M 
[0 0 4 8] 

) ©$^ 

##&f$5© -Set* L < te^©i&* fctt*^©®^^ L < 

»*©&«:, #&e© v*y*-£a£3: &«*©££*£•*■* y f (y=r- 

* h) ^fete^/St" 5£^©t$^i; tXtMT^S. 

f*Sft<ffc-&«j£: LTtt, &#i©y F (fflz.it, ry^f-y^y, tfy<*/ 
y. #-?-fcfV^F> •nvt/T.Y^-y. trji&^y, tnh-x 
ra-n^f FY, ^W>f K, ^y>, ;ty^l/«r», i/y. P 

ACAP, -fe^L/^^, #J\/Jj3y* f!)\/i/h — y. 7Fb;^^a'JX W 
h;*.#^>\ G H R H, CRF, ACTH. GRP. PTH, VIP (;tVT^ 

3 9 ffitl# 2000-301900 




#5p: i 1-0413 



sj-A-f jy-T-^m-fr sKU^^F), yvh^^fx f-^°^>, ^ 

*Vy* T$U>> ^7^->, CGRP h —yv-y U l/—r-f y 

F^^ F) , n>fnb'Jxx i/7x#^>, :7n**^>2>>, h 

uytf^rVy. 7^rJi/y. 7Kl/t'JX a^i^jS-^^^J-f^ (chemokin 
e) IL-8, GROa, GROjS, GROr, NAP-2, ENA 

-78, PF4, IP1CK GCP-2. MCP-1, HC14, MCP-3, 
1-3 0 9, MlPla, MIP-H, RANTES^if) , ni> K"fe U 

i>fn^h'J>, t7^>, -3--Wryi/y. trh, a>?^7-5^ 
vtf*, 9yK t^J?, -9-;i/^if) £>*Mftlffi4^ 0 

[0 04 9] 

rtcGMPm >r y s/f-/wj mmmm&^m. mmftm&wov 

y&4t* c-f osffittfb, pH©<£Tfc££iE^i"5»tt*fcttffllfflt-SSStt 
) Zm-r&it&Vs (Mill *^F* gfil, #^7^ Fteffr&ft. 

[0 0 5 0] 



4 0 



ffiliE#2 0 0 0-3 




li-^^^tcM-rs y K0^*& 

[0 0 5 1] 

T-fe^^nu^amt, Mftca 2+ ;gf«L »iia«cAMP^^ mcgmp 

£ f -5 Zl t. tC J: o T ffllSBLL iC #§3Eg L fc U ir ^ # - g S SC £ $ 1± 

& if) SrtW^t-S ^ &i|t«i:t5*l81<iD -gall fctt-g-CD&lcfcf 

4 1 fflH4# 2000-301900 



#5p 11-0413 



mz. ±m(D~®v>&m$:fttei<\ K»ft^i*«*»B0 ut - sen: 

[0 0 5 2] 

Kit. iSDNA^v^^^ ^Tb^ZLtltCMI&^^^^Olrtt^ 

£>£#)&CkJu SDN A^^M&SraaEil-rSA^a.U ^>r;i/^lcM-r-5^#^l 
{fcMV'f JIT*, (nuclear polyhedrosis virus ; N P V) £>/K U ^ K U >:/ n — 

iSCiS [Nambi, P. if • • ' AJJtU *Jj3)]/ • h U 

- (J. Biol. Chem.) ,267#,19555~19559H,1992^] &CfB«ctf>:fr&lCt£o T^f 

[0 0 5 3] 

4 2 2 0 0 0- 3 0 




11—041336 

ma t £><'&£tl&W&<DZ£i:^t> a »0t#MtLTH Potter-Elvehj 
(Kinematicaf±$g) iZ&ZffiW^ MUffilZ «fc £>l$tf&> 7 U>^^f f££~£M& 

e>»fjBS:*iiv* y x/i/** s its ^ ^ izjz^m^ E-&$>\-ft>ti& B m 

LTM^£>;ft&,, iifl JfflJMM^fgii ( 5 0 0 r pm~3 0 0 0 

r pm) x*mmm (its, oao ±» ^^e^fcis^s (150 

0 0 r p m~3 0 0 0 0 r pm) T'j1^3 0#~ 2 BgMHSgi&U f#?> tlStfclRS: 
[0 0 5 4] 

, lJfflifi^fcy 1 0 3 ~ 1 O 8 ^*?**©*^* io 5 ~io 7 ^m 
*3ttLfc«»'ffc^i:LTtt, C 3 H] , C 125 i] > C 14 c] , C 35 S] 

4 3 miiE#2 0 0 0 - 3 0 1 9 0 0 < 



4#*P 1 1-04 13 



•emffivfeyy^fx^y^y* ^tt:;^F, nut/*h*-y. 

ifiiz^y, tnh- y. ^ ^ h — mch. ^^-n^^FY. ^-^^-^r 
F> ^-^ri/hi>>, pacap, -\z?U?-y. ?JlJ] 

7Kl/;^^aUX V^h;*#^>, GHRH, CRF 
, ACTH, GRP. P T H. VIP (AV7^f>f/ -f y^r^ ■< ±Jl 

y^^K), yvh^^fx f-a°^>. ^^u>. r^u>, ^^^ap— 

CGRP (^jJltyh — yP—yVU — 'r^ v F^:/^ F) . D>f3h'Ji> 
, ixrx^f->. :/n*#^>s?>, hn»Kdft>, y^Ji/y, y 

FUi-Vy, a 33<fc£K/3 -^T^^^r > (chemokine) (MAH IL-8, GR 
Oa, GRO/S. GROr, NAP-2, ENA-78, PF4, IP10. G 
CP-2, MCP-1, HC14, MC P - 3 , 1—309, MlPla, MI 
P-liS, RANTES&if) , x>KtU>, i^fO^h'JX 

—a.-u^yi/zy. trh, l^r^^ ^jKU ^^^-T F^fcli**^ 

[0 0 5 5] 

mm-tZ* /iV7T-lZ\$. pH4~10 (ltl<»pH6~8) <DV>Wt^ 
t5S«"e, CHAPS, Tween-8 0™ (&7h5^) , ^=?h- 

>, "r-A^-vzi u- h&za&fttgi&m'PVSsikftyn''?^ y^n^^y&E(D 

t 'J K0^j» S S»"C PM S F, u^^zfT-y. E-6 4 ( 

t^6. 0.0 1 ml ~1 0ml©Sl/t^^-^ii:, — 5£* ( 5 0 0 0 c p m 
~5 0 0 0 0 0 cpm) 0 ( 3 H) < [ 125 I] , ( 14 C) , [ 35 S ] fcifT'SSSK 
Ufc*U*ffc£&££#3ii:£. ^fSJStt*^* (NSB) £^Sfc&{C*iiifJtf) 

4 4 ffiSE#2 0 0 0 -3 




#5jZ 11-041336 




*-&5v*fcj:7 >*-T?ffi»i-S. £3&£* (B) #e>#4#J*»*g#JI ( 
NSB) £§|V>£;*J^>h (B-NSB) 0 c p m &jffi*<&ttllMfc-&4&8::*S& 

[0 0 5 6] 

if&aSitlLT— 5£HSIH>f >3f^- hUfct, ^tt_t»?£«:IIlJfc 

oT^Hii^^tt. K^«¥»fRK:*f-"rsiaw»iS:»inL/Try'fe>f &ff«io 

TfcJ:^. ife, c AM Pjg^aiM*: if ©Affile -ov^Ttt, 7 * )IX n U if 
[0 0 5 7] 

4 5 2000-301900 



#^ 11 — 0413 



1. U^>Ka£Mi 

Hanks' Balanced Salt Solution {^-fzi^M) iC» 0.0 5 %tf> ? S/]fo«f7/l/ 
1 0 5 -f@/7tT*ij&-ftU 3 71C, 5%C0 2 , 9 5 % a i rT? 2 B ISUMLfc*© 

o 

TMR© C 3 H] , C 125 I] , C 14 C] , C 35 S] ftifT?*«Lfcft^*, £fc 

DM so, y -;i/^ic?t$;i-<g>o 
AMiWfc'£'&fcHC : b<Z)& l o o~ l o o 0#$lv^,g{c MIS 

[0 0 5 8] 

2. 

MM*. lMi*lmlt'2 0|#bfct, 4 9 0 (i 1 ©«!IJ£JB»«8E&«- 

<DSIS?R«:I»*U lml©^M^M^3tlI^t-So «BllSK:«g^ 
f*»ft^«&0.2N NaOH-l%SDS7f**U 4mlfflf#i/>fl/ 

4 6 ffi$E4#2 0 0 0 -3 



#^ 11 — 041336 



[0 0 5 9] 

Zifi&tfbti* fkftWizit, yy^Hc^-yvy^ #y<*/y^ ^jtif;^K, n 
isi/xb*r—y, #Vi/#^>. -fenh^>, h — y. mch, =.=L-w<-y 
f Ky, ^-tf^-^r k, yy>, ^y^i/y*/>, b-yy. pacap, -fe 

GHRH, CRF, ACTH, GRP, PTH, VIP (Avy^fY^ >f > 
9-^J±)l jKV^T^-K), F-A*>, ^^u>. 

zf^t?*e=. y. cgrp (i]jii/Y—yV—yv v—t-j y K^*/-^ K) 

, T^rJisy. 7Fbty>, afc^tM -'r^^f > (chemokine) 
, IL-8, GROa, GRO0, G R O 7 , NAP-2, ENA-78, PF 
4. IP10, GCP-2. MCP-1, HC14. MCP-3, 1-309, 
MlPla, MIP-U, RANTESftif) , :n> K"fe U zty^rUfiT, 

hux ia*#*y. =Lzj.-u^ytyy. trh, rtyz i/7f>f v ZtfV ^ 

[0 0 6 0] 

(2) *&m<DGm&n&'&mis±7*-m&M<Dmm*i£izm&?zmm<D^ 
_tiH (i) ©assies ^r, *mw<z>]s±-7*-m&mz3$tz>vtfy \?tfm 

4 7 2 0 0 0-3 0 1 9 0 0! 



1 1-0 4 1 3 31 



?EL£*J, CD (-f) *»W©Hz^*-SaiC*3- F-r«DNA€:StA#»ctB! 
^L^^it-S^^tCckoT, 3b6W* (n) tti:*5tt(:»©l/t^ 

K BB3£* * J&»© ^ B6 * / * »*&«S0 fc if © EU& L T ^ ffl T? S> 

So 

lS*ftifc»V7h^ff>S*#^^3 £fctt*>f :75 (SS5Rtfc» 
S S 3 R) ICT^ 7^@2#J I^^^/Tf*&6 0%©ffifiltt#W&$>*l€>. 

) • T/^&^fcif), *;i^>m©5&« («ah ttssRss. gfiiRffijfli, 
ffittrtfe, ^s****^ #^«B8«, Aittitie, ?Lft-e> oSff&if) „ jff/ii/ 

BE/rt^lfe^JfeCMiLJiesag-fiAWW^if)^ Mtt^KT^^- • « • 

#>f ;i/X7Vi/i-fy k^^^k^* -fc*f©jfi^i&'<# * — icflPAUfeffc 

, fg^fCt o Tilt S 3 1 ^T' 1 5 . *^§B^©DN Al±. -€-<£>S;£T% 3b 

4 8 ffiliE# 2 0 0 0 -3 



1 1—041336 



- K-T SDN A &£31^fi&KS&&ftS^3I0}Hffc 
[0 0 6 1] 

*^7v >m^?**sv2*<D£z>temmm. tsnm. ?L«s*fctt-^^*u> 

©«fc5fc1fi*5!U ^71-5 >K 7*^ ; ItfcBf i 'J - 0 J: ^ ^ if 

«*H€:-S-tf^3l»i (Mill D-y;i/tfh-;K D-v>^h-;K h 
-Jl) , #>f df'JVM-h8 0 (TM), HCO-5 

[0 0 6 2] 

sfcfc, _hfSW-?6»J», Mtl&\ Jgtfftf (Will U^i&MMu tfSfe 

4 9 ffilE# 2000-301900 



jjfjql i 1-0413 



m 



ftft 5»;K V**, 9 5/, >T5t, 

0 kghbT) Klfc^TBu -HlC^§l!l0.1mg~10 0mg, b < tt&J 

1. 0~50mg, i:»Jif*b<tt*&l. 0~2 0mgt$)S. #Infi5iC^ 

TtHftS* 5 , Mx-li. a»S3<Z)^ifttjiW«^.«. *gA£J6# (60kgi:b 
T) }CfcVM:&, -BtCO^^jO. 0 1~3 0mggE b<i±&jo. 1~ 
2 0mgIS, *»J#* b<tt*&0. 1 — 1 OmggK&MHiiflCj: 'Jig^f 

s©^«FSP^*e*>s- ft©©*©*^** 6 o k g^fcyjc&jfbfci&s^-r 

il£n -^Wiciitl iEAfiAf (60kgi:bT 

^ ) iCfcVMTte. -HCo^O.lmg-lOOmg, #?£b<tt$Jl. 0~5 

7b\ i£*r&©^ m&mmmm (60kgtu) icjs 

VnT«, — HICO^^O. 01~30mgfg, L < it.ffo 0 . l~20mg 
®fS. ,fcy*f* L< tt*&0. 1 ~ 1 0 mgg«£M^£t*lCj; 

6 0 k g^fcUtcm#bfc*$:^^t-«>r 

[0 0 6 3] 
(3) 3Sfi-f^Bf«I 

#5815!© DN Ate. ^D-^i:bTftfflt5ItK:J:'J, fc: N*fc«:flf?LSfr«J 



5 0 



ffiSE#2 000-301900 



#3p 11-041336 



(Mill 7yf, 7 97, 9if^ t x ys?, *n, -f*, 

if) tziStt&*&m<Dl/*7*-&&!R£fcl**<0to&'i-7* F£n- Kt§D 
NAifcttmRNACMf (*£^H3£) &tajtSIi:^tS©T\ «Atf 
, RDNA*fcttmRNA<Z>3HI5, V^ttS^gT^ iDNAifc 

>f^'J^t*-^3>^PCR-SSCPS (JfJKvVT, (Genomics) , £5 
874~879K(1989i£)> 7u is-VyfX • • if • ^"S/H^- 
Til^r^— ' ' if >f -X > X • 3rzf • n. — 3L7.3L — (Proceedings of 
the Natinal Academy of Sciences of the United States of America) , H 8 
6#, 2 7 6 6-2 7 7 01 (1 9 8 9^) ) & E\Z J: *j -5 3 £ 

o 

[0064] 

oT«tt#*©U35f> F»SS:«!f5fe't-S-i:* ? 'eSS- 

©AECITlB r^j;^->f Ay Tyiz>f J BSSJ4 9^»ff) 

[0 0 6 5] 

(5) ##gfi<z)GMaft£^ii!i'-fe7 p #-gaft£ y F£©^-ir'&£M;£ 

-fr-Mfc-^ (7n-Xh, T>#=T-:* FfciO 0> * * 'J - - > 

*3§l£©t/-fe7°#-gaSt^S:fl§v>£ft\ *fcM:iffi«a.l!U-fe? , *-ga«<Sf 
©#g«£«glU S5fe^*%Mv>fc Uiz:/*--iB-&y y &&Jg^5£ iiK 
J:oT, y Ffc*^^0U"fey*-SaSt^i:©il§-&ttS:ieflsS-&S'ffc^ 

5 1 ffiiE4# 2000-301900 



#5J2 11-04133 




^^fK, 5fiK. Fttft^*. -&jfrft:-&4^ 

gaSlc^f-r^r^-X h) , (U) K0J!SJl!I»^S^£'S:tb*v^'fb^^» (VNfc>*J> 

eft. ^©ffls^^K*fett-€-*i&©^fc, y %y F&j:tff*i*ffc-&4&i:&s& 

[0 0 6 6] 

L y # > F £ «fc 8*»Ht & ^ © 1/ -fe * - S a iC^M 2 i± t-Wiis 
Jt«tSZii:&«F«S[i:-rsy Fii*56^©U-fey^-SaK«i:©^ttS: 



5 2 



ailiE#2 0 0 0-3 



4f 3p 1 1-041336 



JBCDttHf ^ tc ft* 3 * fc, «g£R b U # > F & i «*ft-&4& & *»iJ! <D 

WS, *»L/fcU^f> K©««J»*fctt»JRW^iC*f-r«j|g-&iS:a!ljtL, Jfc8: 
•T3z:£:$:4#mi:-rs y#> F£#fg0J© l/iz:/#-geM#£©^tt£^fc 

£«*©&©** y-->^:£& 

®S^bfe'J^*> F&, #$8H©DNA«:*«t-*^KIEiJI#&#**-S3i:lC 

> K J: tff**-ffc-&«J S: « © D N A S: ^ S J&mMWkfo * t&m-f 5It 
^J:oT«IIJteJK±K:»^bfe*^<0^t^*-5fijR^fC«*$*fc»^Cfe 

y#> F£#3&iB©uiz:/*-gfi«*fc©ra^tt&gffc 

[0 0 6 7] 

JfitcftMSi*fc*-£-£, Mffll/ty^-ieif&Wt^ft^feit? 
«»ft^»S*»W©l/^^*-SaK«*^^€>jWJBJcft*S*fe»^tcfe 

nV>mm. HfiCa 2+ Il, »KftcAMP4£ llficGMPm >f 

j*/h-frv ymm^. mmmm&^m. tt^iei© v ywtit. c - f o s 

5 3 ffi|3E#2 0 0 0 - 3 0 1 9 0 0 



m ¥• 11-0413 3' 




mm* McAMPm »cgmp4^ >ry^h-;i^u>^M^ *w 
®,wk 4 m®m.W). mm^B^.(Dvymit. c-f OS ©?s^fc. p h©{st^h 

[0 0 6 8] 

3-* h£t~&Ty*3— % v&^v v--y*fir2>m&. Gsei^ai/t 
■t-jx-m&Mt v isy \? t<D&&*mw? zfr^frz&M? zfr&tfUbftT 

i$r^*zi—xh*mmz7s#v-—y?-t2>z.£.temmv$>'ofe. 

[0 0 6 9] 

#gHJ!cE> D N A $:«?L«^EaL W^I§^1-^> 3. t fc J: U tffc e> 3 Lv^ 

5 4 tBSE#2 0 0 0 -3 



#5p. 11-041336 



. £xTl*3*ucm^£*i6 ^ #Jx.«> at^wf^^DNAS: 

j^lc^AU ^*i^£^<fc <^£-£££#>JC». N Ai$T#£SAS:?iaE 
£li"5-rt3f:3.n tf>f J\/Z>tzM't&1£g>ftti&ii 1 ??'( AtZ. (nuclear polyhedrosis v 
irus; NPV) ©jKU^FU ^^Dt-f- S V 4 0 E&5fc© ^ □ =E- * 1/ 

#^#©;frffiT*fT3 fllittf, CNambi, P. f • 

;i/ • yff • MitTU PtiJl • X h V - (J. Biol. Chem.) ,267^,19555—19 

559K, 19923^1 iZmmommzft^Tftteo 

[0 0 7 0] 

lK* c #<-^*tLSliif^©ii: £V^= IKCDliWi: LTJi, Potter-Elvehj 
(Kinematicaftig) ©<fc6», iSWaftK: «fc V X/y*? l/*J& 2fT?iDffi 

5 5 ffi$E#2 0 0 0 - 3 0 




4) 11-0413 4& 



LTMv*b*l5. (5 0 0 rpm~3 0 0 0 

r pm) T?$gB£|H »1^~10^) M4>U ±«f%$ fblCifSig (15 0 

0 0 r pm~3 OOOOrpm) T*j1S3 0 #~ 2 ttligja^ U # ft ftligg & 

lMS^ 1 ; 1 0 3 ~1 0 8 ^T^-2>©*W^ b<. 1 0 5 ~1 0 7 #^-T*&£tf) 

[0 0 7 1] 

o 

^e>*i*. ffii^tf c 3 h] , c 125 i] , c 14 c] , c 35 s] &ife 

r^icj: y iz-fe^^-saftwassansfr*- Ay^r-tcwu pH4~io ( 
isy Ft ^i^^^-seK^©^$:PJaWb^v^7-^^7T-l?^)tl^^v^-rn*e : fo 

«fcv^ 3 i±*>BttT?, CHAPS, Tween-8 0 

5 6 £B5E#2 0 0 0 - 3 0 1 9 0 0 ! 
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y 7 t-JC flux. 3 3 $e>iC, ^n^T-iftC j:^> l/iz^^-^U^ 

y K©4MK&«rASB»*ePMS F, D-T^^>, E-6 4 KW^m 
Sfi) , ^^^^^^^^^^n^T-ifPflM^^iti-t^^^^-e^^c o.o 

lml~10ml ©^b-fey#-?t?&&C. — 5tS (5 0 0 0 c p m~ 5 0 O 0 0 
Ocpm) (DmWiVfcVJty FZ&Mb. PWc 1 0~ 4 M~ 1 O~ 10 M<Dm,WHk 

izmitPk&z^z, #4tiiw*S£* (nsb) *$azr=.mz*mffl(z>mmm<Dv 
jfy K&iDAfcsiiS^a-^Mjft-rs. sisii^oic^?> 5 or, M£U<& 

^4T^£>3 7TCT% 2 2 4 1$ IS. M£L<&7f$3 0#**&3B£rRlfT 

>*--etf-arr*o s^s&Ktf&^e^©** > mb 0 ) 

(NSB) £5f^fc:&tf> h (B 0 -NSB) & 1 0 0 % bfelfr #M 
(B-NSB) 5 0%#TKfc5««Mb^4&&SmiSStB 

[0 0 7 2] 

*WJ»«£BjSt©y>IMfc, c-fos(Djgttl PH© 
1ST & £ fciE3i"t £ * tttPffil-r * if) S * fc « rft 

K^u- hmizm^-r&o x?v--yy*fiteoiz&fe^x&w : b^Tmm& 
igM&&^\$Mffiizm&*^t*&^m%teAy ? 7 - iz&mv. nwat^ftz 

5 7 M2 0 0 0-3 0 1 9 0 0! 



4#¥ 11-0413 



^fc^ft, mm&mm. mmm&m. mynmmm. M®mm&mm*ztfim^b 

[0 0 7 3] 

i. v-->ymm,m 

Hanks' Balanced Salt Solution 7=l£fc9?) JC, 0 . 0 5 %<D V *sltW T JV 

©GgasuManHz^-iRs 

1 0 5 i/^1?iftl, 3 5%C0 2 . 9 5%ai rt'2Hf|§itfctjffi 

TfJ^o C 3 H] , C 125 IK [ 14 C] . C 35 S] 3&ir7?««UfcUrff> K * 

5 8 ffifE#2 0 0 0 -3 0 



#5p. i 1 — 04 1336 



1 tiMlZ%iffitZ>o 
©U KSfli?R 

K£0 . lro^i/lfilMT;]/^^ y (5/*V*tf8) Sr^tfPBStlmM 
i:«:*J:-5lc*«¥U - 2 0°CT*&#t-£ o 

[0 074] 
2. Wj£S£ 

mug*, «i)£Mj»af»[imn?2iM^Lfc«, 4 9 o v i<Dfflnmmmmz& 

©l o~ 3 ~ l o~ 10 M©MSHb^Mi£ 5 ^ iin*.fctfe, *S|y^> K & 5 ^ 
©f^t> »JC10 ~ 3 M© U ;#> F & 5 /t 1 iD^LTfe < o 

®£/S?R&Bfc£b. l m 1 3 EigtttS. fflJ&lOte^Ufc*** 

U F£ 0 . 2 N NaOH-l%SDST'|fiU 4mlC|il<i(cS/>f b- 

©?K«:i/^^l/— 2/a>*^>*- (^y?v>*±§g) &jav>Tjft»?SttS:a!IJ£ 
Percent Maximum Binding (PMB) £#;<E>j£ OR 1 ] T?#«)S 0 
[0 0 7 5] 
OR 1 ] . 

PMB= [ (B-NSB) / (B 0 -N S B) ] XI 00 
PMB : Percent Maximum Binding 
B : &ifo$:Mx.f~m<Dm 

N S B : Non-specific Binding (#4$^69*£-£*) 
B Q : 

[0 0 7 6] 

*3%m<D?.? v -—^ y-jsmatcMTs*; v--ytfm*v b*%^Tmt>*iz 

5 9 ffiIE#2 0 0 0- 3 0 



# 
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mmmca 2+ mm^ »jfificAMPm Mt^cGMPm 4j*/h-&v 
ymm&. mmmn^mw}. mv&fom&novymt* c -f oscsm, p 

^56^<z) y# -® estate: *r-t£ r =r-;* m*. *?60i©^-fe^^-sa 

[0 0 7 7] 

±ft<D&mmi&to£ ittfflt^^ s«#@(c^ot 
kilt, x^^m* jiu^i/;i/M> ^ffiffi^M. 

6 0 tBIUff 2 0 0 0 -3 



• # 

11-041336 



mmrnmte Et-tzz 

mm 5yK 79^, ^^^> tyj;, *=u >r*, -9- 

JCfcy^Htt&Stf, «P*K^6D4S^ -IWICMAH *g^3!B£S# (60kg 
tit) fCfcV^Ttt, -HlCO^O.l-lOOmg, b < li^J 1 . 0~ 

50mg, J:y»*l/<tt*&l. 0~2 OmgTf&S. ^jftPWJCK^-r**-^ 

VTte. — BfCO^O. 0 1~30mggE ^tb<tti|«|0. l~20mg 

ear, «fcy#*L< «*&<>. i~i omg@s$:#iiiRa*f{ci:i>^-r^©*w 

[0 0 7 8] 

(6) *»Glfil# N tSi/t^^-seii:'J^>Ki:©^tt^^l:§ 

6 1 £tJSE# 2000-301900S 



4$ 5p 1 1 — 0 4 1 3 3' 



s^jf^c^ $ ti&M&mmmm-vmfa't & ^ t iz j: o xisat-r & r t £ 

[0 0 7 9] 

. ^Mtf^ffilUffiiSteSI (E jK'JVM- b 80 (tm) , hco-5 

[0 0 8 0] 

_tfB^K • mmmit. iid mai (wixii vym^mmm. mm 

6 2 ffiSE4# 2 0 0 0 -3 0 




11 — 041336 




mm (Mx.lt, 5f ^tf*, t:^^\ -f5U 

ICi: UM#M*&£2>\ &P##©»-&, -HMICM*.^ fEA£A# (60kg 
fcbt) lc£^T&. -BC^t$?l0.1~100mg, «F4L<tt*&l. 0~ 
5 0mg, J:»J#*L< 0~20mgt*5. #ftP 

Mx.it, ^mmo^x^tmmMPLit. *g^B# (6 0kgibt) icfc 

V^te, — BJCO^O. 0 1 —3 Omgil, $8F£b<«$J0. l~20mg 

mm. «ky»*L<tt»&o. i~i omggaMaif(a i J^ts©^ 

[0 0 8 1] 

(7) ^<£>gp#^^ K*fctt-€-*ie>©&©j£* 

(ii) ^M^S#:J:{C^^bfe*#S^©m^fe<fct>*^^b$tife*l6re©m 
±fS (ii) tCfcV^Ttt, -#©*i:ft:^*»W©Hz^^-5a«^©NJBfflSS: 

S8»"r*«t#^. ^©mft* ,? *»«(Z)i/'fe^*--saK^©csBasic J RjS"r« 



ffiliE4#2 000-301900 




[0 0 8 2] 

WJCti, ^##^tf>%tf>£Mv^t>J:<. Kft^©F(a b') 2 , F 

c 125 n . c 131 n , c 3 h] , c 14 c] fcif#Mwe>*i* 0 -hi3»* 

[0 0 8 3] 

irefcj:^. jflftfcLTtt, TtfD-X. ^^f^h^>. -fc;i/n-;*& 

6 4 2 0 0 0 - 3 0 1 9 0 0 
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o 

& ^ © g »Tf 2 jfitlSJBtJfc © © & ffi V * X J: V x „ 
[0 0 8 4] 

6 5 ffiffE#2 0 0 0- 3 0 
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a £ l $^$t * ©mis* ^ ^*-r & . 

P$ftL/^»e>*i«iV\»-&ict> l/-if-©fcSL&f!JJB"t& if-* bV- 

[0 0 8 5] 

, jft*fc££:#J8l«i A£C Its® r^^A; 

T^-fe-f] (KM. HHf04 9 ^#6fr) . Aft r«5j;^A;79"fe>f 

Bgfn5 3^#§^) > ^;n^e>» mmftmmm (nzm mmm&c. hs 
fP5 7^»ff) . ^)\mm<bm rmm&&wfe&i a&ajso mmm&, mm 

6 2££3Mt) „ yvyX • • nyif^J is- (Methods in ENZYMOLOGY) J 

Vol. 70 (Immunochemical Techniques (Part A)), Vol. 73(Immunochemica 

1 Techniques (Part B)), Vol. 74 (Immunochemical Techniques (Part C)) 

Vol. 84 (Immunochemical Techniques (Par t D:Selected Immunoassays)) 
Vol. 92 (Immunochemical Techniques (Part E:Monoclonal Antibodies a 

nd General Immunoassay Methods) ) % Vol. 121 (Immunochemical Techniqu 

es(Part I:Hybridoma Technology and Monoclonal Antibodies) ) (J^J:, T^J-x 



6 6 



ffifE#2 0 0 0 -3 0 
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[0 0 8 6] 

S«©li^tl>^^^Ili^^Mt5?Sfil:l*t5„ tot, S£t 
Art* #5fBiStt&^* 1 1/ 1 y ^ - Sfilffii^t S #| 

rtf^nuvii, Mffiftc a 2+ mm. iwcAMPm »cgmp 

- f o s pH©<BT«;if&ffi3i-r*?Stt*fcttfflF«!l , rs?Stt«;^) £ 

^ttftt5z:i:^T'§5„ tot, »u-fe^*-Se«©3aM»3S«iiftcieH 

(9) *»IS©GgfiIMi!Ut^-5eRS:3-Kt*DNA&tt5tt 

6 7 2000-301900 
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/\ v-Y * o >f > x * i> a > -T -5 3 i: tc J: o T^fgB^© l/-fe -S 6 K*gs 
g4t6DNAfi|»!feS^|l}Tfi5. royn^-^-iiL/TH ^ill 

hi >/ v — "tefiS'Gs-T'^'n ^E — # — & if ^flSv* £>ti£>., 

[0 0 8 7] 

6 8 £t5siE#2 0 0 0 -3 0 
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[0 0 8 8] 

UPAC-IUB Commission on Biochemical Nomenclature IZ j: W&#& 
ill" -5 0 

3-s.y 
7T-y 

i/hisy 

* v&yi?v-V#m%fc 

i/y^. y yW. 

'H'J >^ 

"rTt^yts^-Vy^V yM 



DN A 
c DN A 

A 

T 

G 

C 
RN A 
mRN A 
d AT P 
dTTP 
dGTP 
d CT P 
ATP 
EDT A 
SD S 

[0 0 8 9] 
G 1 y 
Ala 
V a 1 
Leu 
lie 
S e r 




A y > 

^ y n -4 is 
±vy 



6 9 
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Thr 
C y s 
Met 
G 1 u 
Asp 
L y s 
Arg 
His 
P h e 
T y r 
Trp 
Pro 
A s n 
Gin 
pGlu 
Me 
E t 
B u 
P h 




?-u yy 

h v -7 h ? r y 

zfu y y 

r^A^tfy 

7)W x y 

\£xi>f)\j%%yw. 

?-7Wisy-4: (R) -#;i/^3r-9-^ K= 



TC 

[0 0 9 0] 

: p - hfr^y^fryyit— ^ 

: s<yi/)\/ 

: 2 , 6 - */ V U D Ky 

: ^yi/fryfririsJjfr-tf—fr 

7 0 



T o s 

CHO 

B z 1 

Cl 2 Bzl 

Bom 

Z 
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f 



C 1 -z 


: 2-^DD^>i/Wi/*;i/!i?-il/ 


B r -Z 




B o c 


: t -7'h*ri/%)\/tf—JV 


DNP 


: ^^7x;-^ 


T r t 




Bum 


: t -~f h*is*^)V 


F m o c 


: N - 9 -7)l*ls—J\/* h^risjjfrtf—Jl 


HOB t 


: 1 -M Kn^pi/^>>ChUTi/-;i/ 


HOOB t 


: 3,4-i/ - tKn-3-tFn^ri/-4-^ 



1,2, 3 h VTi?> 

HONB : l-fc F n i/-5- ; ^/fOl/ ^ >-2 ,3-^* ;i/^JF i/>f i= K 

DCC : N, N' U^t/JUtU^^V^ ^ F 

[0 0 9 1] 

hjs^flMSG5as^si!ut^-5e«hSLT©7$ / 

CBB^I## : 2 ] 

IfilMa^t^^-Ifilh SLTIn- K-TS cDNAOMI^J^gt 
CIB#J#-*: 3] 



7 1 
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• ?U- — >tf (Molecular cloning) iCfB^S tlT Vn^^^IC^o tc 0 
[0 0 9 3] 

t: h?gJg©Gga«^gM^i^#-ga«£::=r- Kt^cDNA 
CD ? □ - n y if £l ^HS^IO^Jt 

thilcDNA (CLONTECHtt) 2 10^7^7-, -f 

^>C?-1 (BB^!I##:3) £ .fctf^v-f V- 2 (SWIS^ : 4 ) 
R^0$:=ffo^c »SJSK:fettSiRjS?a[©ai^tt±IHc DN A© 1 O^ffllil: 
iitbttiL/> Advantage 2 Polymerase Mix ( 
CLONTECHli) 1/5 Ofi, ^-f^-1 (K#[*# : 3 ) fcjitf^'f 
V- 2 (gB^!l## : 4 ) & #0. 2/tiM, dNTPs 2 0 0/tM, Si^l 
^{C^#©A^r7T-$:*D^. 2 5 At 1 ©tli: bfec PCR&JS&, (D 94 
°C - 1 #<£>^ ©9 4X3-2 0^, 7 2 °C • 2 #0)1J- W # ;!/ & 3 0, ®9 4t 

• 2 0#\ 6 5°C-2 0^\ 6 8X: • 2^C0-9--T 3 0, ®9 4 "C • 2 

% 5 8TC- 2 0^ 6 8TC- 2 W>f 3 6@i»JIk (D ttC 6 8 

TC • 7^<Z)#«iRjSS:^fofc. ^ PC RHlSt^HMif?: T A ^ n - f ^ 
yMlnvitroge n*±)©#l#lC^:/^;^ K'** P C R 3. 1 ( 

Invitrogen|t)A t^D-^>^lL ^tl&^KMD H 5 a £^ 
AU c DNA<fe*>o*n->&y>fc:t/y >£-^tfL B^^^cpT^^tfe 

Jtfe3-KtScDNAI?!l (BE#I## : 2) I©cDNAi»Jil 

gei&hSLTtMU Z-CD^mMMW^M 1 ^ (Escherichia col i) DH 
5a/pCR3. 



7 2 



ftfiE#2 0 0 0-3 
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[0 0 9 4] 

fcitf^tl^rx- Fi-Stffy* ^ lx^-f- F DNA, RNAfei 

tf-£*i£>©SSS*#) tt, G>y#>F (7=r~*M ©&£> (D^feJ:tKStjfii« 
OA#, ®ifi#§ASl/1z:7*-£e«©mi*©*S& ®|sa3B3i*&Mv*£i/ 

, ©jftte^&WrKifcWST/n-^P CR:?7>f v-©fft&©fc«>©s*ik ©F 

[0 0 9 5] 

<110> Takeda Chemical Industries, Ltd. 

<120> Novel G Protein-Coupled Receptor and its DNA 

<160> 4 

<210> 1 

<211> 340 

<212> PRT 

<213> Human 

<400> 1 

Met Asn Pro Phe His Ala Ser Cys Trp Asn Thr Ser Ala Glu Leu Leu 

5 10 15 

Asn Lys Ser Trp Asn Lys Glu Phe Ala Tyr Gin Thr Ala Ser Val Val 

20 25 30 

Asp Thr Val He Leu Pro Ser Met He Gly He lie Cys Ser Thr Gly 

35 40 45 

Leu Val Gly Asn He Leu He Val Phe Thr He He Arg Ser Arg Lys 
50 55 60 

7 3 ffi£E# 2 0 0 0 - 3 0 1 9 0 0 
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Lys Thr Val Pro Asp He Tyr He Cys Asn Leu Ala Val Ala Asp Leu 
65 70 75 80 

Val His He Val Gly Met Pro Phe Leu He His Gin Trp Ala Arg Gly 

85 90 95 

Gly Glu Trp Val Phe Gly Gly Pro Leu Cys Thr He lie Thr Ser Leu 

100 105 110 

Asp Thr Cys Asn Gin Phe Ala Cys Ser Ala He Met Thr Val Met Ser 

115 120 125 

Val Asp Arg Tyr Phe Ala Leu Val Gin Pro Phe Arg Leu Thr Arg Trp 

130 135 140 

Arg Thr Arg Tyr Lys Thr He Arg He Asn Leu Gly Leu Trp Ala Ala 
145 150 155 160 

Ser Phe He Leu Ala Leu Pro Val Trp Val Tyr Ser Lys Val He Lys 

165 170 175 

Phe Lys Asp Gly Val Glu Ser Cys Ala Phe Asp Leu Thr Ser Pro Asp 

180 185 190 

Asp Val Leu Trp Tyr Thr Leu Tyr Leu Thr He Thr Thr Phe Phe Phe 

195 200 205 

Pro Leu Pro Leu He Leu Val Cys Tyr lie Leu He Leu Cys Tyr Thr 

210 215 220 

Trp Glu Met Tyr Gin Gin Asn Lys Asp Ala Arg Cys Cys Asn Pro Ser 
225 230 235 240 

Val Pro Lys Gin Arg Val Met Lys Leu Thr Lys Met Val Leu Val Leu 

245 250 255 

Val Val Val Phe He Leu Ser Ala Ala Pro Tyr His Val He Gin Leu 

260 265 270 

Val Asn Leu Gin Met Glu Gin Pro Thr Leu Ala Phe Tyr Val Gly Tyr 

275 280 285 

Tyr Leu Ser He Cys Leu Ser Tyr Ala Ser Ser Ser He Asn Pro Phe 



7 4 2000-301900 5 
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290 295 300 

Leu Tyr He Leu Leu Ser Gly Asn Phe Gin Lys Arg Leu Pro Gin He 
305 310 315 320 

Gin Arg Arg Ala Thr Glu Lys Glu He Asn Asn Met Gly Asn Thr Leu 

325 330 335 

Lys Ser His Phe 

340 

<210> 2 
<211> 1023 
<212> DNA 
<213> Human 
<400> 2 

ATGAATCCAT TTCATGCATC TTGTTGGAAC ACCTCTGCCG AACTTTTAAA CAAATCCTGG 60 
AATAAAGAGT TTGCTTATCA AACTGCCAGT GTGGTAGATA CAGTCATCCT CCCTTCCATG 120 
ATTGGGATTA TCTGTTCAAC AGGGCTGGTT GGCAACATCC TCATTGTATT CACTATAATA 180 
AGATCCAGGA AAAAAACAGT CCCTGACATC TATATCTGCA ACCTGGCTGT GGCTGATTTG 240 
GTCCACATAG TTGGAATGCC TTTTCTTATT CACCAATGGG CCCGAGGGGG AGAGTGGGTG 300 
TTTGGGGGGC CTCTCTGCAC CATCATCACA TCCCTGGATA CTTGTAACCA ATTTGCCTGT 360 
AGTGCCATCA TGACTGTAAT GAGTGTGGAC AGGTACTTTG CCCTCGTCCA ACCATTTCGA 420 
CTGACACGTT GGAGAACAAG GTACAAGACC ATCCGGATCA ATTTGGGCCT TTGGGCAGCT 480 
TCCTTTATCC TGGCATTGCC TGTCTGGGTC TACTCGAAGG TCATCAAATT TAAAGACGGT 540 
GTTGAGAGTT GTGCTTTTGA TTTGACATCC CCTGACGATG TACTCTGGTA TACACTTTAT 600 
TTGACGATAA CAACTTTTTT TTTCCCTCTA CCCTTGATTT TGGTGTGCTA TATTTTAATT 660 
TTATGCTATA CTTGGGAGAT GTATCAACAG AATAAGGATG CCAGATGCTG CAATCCCAGT 720 
GTACCAAAAC AGAGAGTGAT GAAGTTGACA AAGATGGTGC TGGTGCTGGT GGTAGTCTTT 780 
ATCCTGAGTG CTGCCCCTTA TCATGTGATA CAACTGGTGA ACTTACAGAT GGAACAGCCC 840 
ACACTGGCCT TCTATGTGGG TTATTACCTC TCCATCTGTC TCAGCTATGC CAGCAGCAGC 900 
ATTAACCCTT TTCTCTACAT CCTGCTGAGT GGAAATTTCC AGAAACGTCT GCCTCAAATC 960 
CAAAGAAGAG CGACTGAGAA GGAAATCAAC AATATGGGAA ACACTCTGAA ATCACACTTT 1020 

7 5 ffit#20 0 0-3O19O05 
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TAG 1023 
<210> 3 
<211> 24 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 3 

ATGAATCCAT TTCATGCATC TTGT 24 
<210> 4 
<211> 25 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 4 

CTAAAAGTGT GATTTCAGAG TGTTT 25 
[0 0 9 6] 

[hi] mtewi r*mt>tittmm<Dt: MUfiMiGgesMa^t^^ 
[H3] Eii-H2ic^LfcT$ jmmmz&tiz.ftf&vfe. &mm<£>~?v*m 



7 6 ffifl# 2 0 0 0- 3 0 1 9 0 0 5 




1 1 — 041336 




mm%i mm 
tan 

10 20 30 40 50 60 

ATGAATCCAT TTCATGCATC TTGTTGGAAC ACCTCTGCCG MCTTTTAAA CAAATCCTGG 
METAsnProP heHisAlaSe rCysTrpAsn ThrSerAlaG luLeuLeuAs nLysSerTrp 

70 80 90 100 110 120 

AATAAAGAGT TTGCTTATCA AACTGCCAGT GTGGTAGATA CAGTCATCCT CCCTTCCATG 
AsnLysGluP heAlaTyrGl nThrAlaSer YalValAspT hrVallicLc uProScrMET 

130 140 150 160 170 ISO 

ATTGGGATTA TCTGTTCAAC AGGGCTGGTT GGCAACATCC TCATTGTATT CACTATAATA 
IleGlyllel leCysSerTh rGlyLeuVal GlyAsnlleL eulleValPh eTfariielie 

190 200 210 220 230 240 

AGATCCAGGA AAAAAACAGT CCCTGACATC TATATCTGCA ACCTGGCTGT GGCTGATTTG 
ArgScrArgL ysLysThrVa lProAspIle TyrlleCysA snLcuAiaVa iAlaAspLcu 

250 260 270 230 290 SCO 

GTCCACATAG TTGGAATGCC TTTTCTTATT CACCAATGGG CCCGAGGGGG AGAGTGGGTG 
ValHisIleV alGlyMETPr oPheLeuIle HisGlnTrpA laArgGlyGl yGluTrpVal 

310 320 330 340 350 360 

TTTGGGGGGC CTCTCTGCAC CATCATCACA TCCCTGGATA CTTGTAACCA ATTTGCCTGT 
PbeGlyGlyP roLeuCysTh rllcIlcThr SerLeuAspT hrCysAsnGl nPheAlaCys 

370 380 390 400 410 420 

AGTGCCATCA TGACTGTAAT GAGTGTGGAC AGGTACTTTG CCCTCGTCCA ACCATTTCGA 
SerAlalleM ETTh rVa 1 ME TSerValAsp ArgTyrPheA laLeuValGl nProPhcArg 

430 440 450 460 470 480 

CTGACACGTT GGAGAACAAG GTACAAGACC ATCCGGATCA ATTTGGGCCT TTGGGCAGCT 
LeuThrArgT rpArgThrAr gTyrLysThr IleArglleA snLeuGlyLe uTrpAlaAla 

490 500 510 520 530 540 

TCCTTTATCC TGGCATTGCC TGTCTGGGTC TACTCGAAGG TCATCAAATT TAAAGACGGT 
SerPhelleL euAlaLeuPr oValTrpVal TyrSerLysV allleLysPh eLysAspGly 



miiE# 2 0 0 0 
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[02] 

550 560 570 580 590 600 

GTTGAGAGTT GTGCTTTTGA TTTGACATCC CCTGACGATG TACTCTGGTA TACACTTTAT 

ValGluSerC ysAlaPhcAs pLcuThrSer ProAspAspV alLeuTrpTy rThrLeuTyr 

610 620 630 540 650 660 

TTGACGATAA CAACTTTTTT TTTCCCTCTA CCCT T GATTT TGGTGTGCTA TATTTTAATT 
LeuThrlleT hrTluPheFh ePheProlcu ProLeuIieL cuVaiCysTy rllcLeuHe 

670 680 690 700 710 720 

T7ATGCTATA CTTGGGAGAI GTATCAACAG AATAAGGATG CCAGATGCTG CAATCCCAG? 
LeuCysTyrT hrTrpGluHE TTyrGlnCln AsnLysAspA laArgCysCy sAsuProSer 

730 740 750 760 770 780 

GTACCAAAAC AGAGAGTGAT GAAGTTGACA AAGATGGTGC TGGTGCTGGT GGTAGTCTTT 
ValProLysG lnArgVaiME TLysLeuThr lysJGIYalL cuValLeaVa IValWPho 

790 800 810 S20 830 S40 

ATCCTGAGTG CTGCCCCTTA TCATGTGATA CAACTGGTGA ACTTACAGAT GGAACACCCC 
IleLeuSerA laAUProTy rHisYalllc GlnLeuValA snLeuGlnME TGluGlnPro 

850 860 870 880 890 900 

ACACTGGCCT TCTATGTGGG TTATTACCTC TCCATCTGTC TCAGCTATGC CAGCAGCAGC 
ThrLeuAla? heTyrValGl yTyrTyrLeu ScrlleCysL cuScrTyrAl aSerSerSer 

910 920 930 940 950 960 

ATTAACCCTT TTCTCIACAT CCTGCTGAGT GGAAATTTCC AGAAACGTCT GCCTCAMTC 
HeAsnProP beLeuTyrll cLcuLcuSer GlyAsnPhcG InLysArgLe uProGiniie 

970 980 990 1000 1010 1020 

CAAAGAAGAG CGACTGAGAA GGAAATCAAC AATATGGGAA ACACTCTGAA ATCACACTTT 
GlnArgArgA laThrGluLy sGluIleAsn AsnMETGlyA snThrLeuLy sSerHisPhe 

1030 

TAG 
*** 
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mm: 

mm: h/y v<d*v v sf^zmm&mMGm&K 

>m<yK ix^ u-^>^T?fce>ftS'ft^»*fctt*©&, iGgfii^ 
MTr&VXz/F (T=3-^h^h) ©&£, (2) #«i5§©G5B5t#f9!Sl'l2 

fc^&wr&u (4) *56w©GgaK^«!S!U"fe^*-se«ic^"rsu5tf>F 

<z>j£*. (5) *»9!©GSaK^«:Si/'fe^*-Se«i:U35f>Ki:©l§^tt 
trSC-fbS-feSft^ (T^-Xh^h, Ty& 13 — X h >Sc if) ©*?U-^>?" 
, (6) *^qi©G5esc^«:MU'fe^ , *-SaKi:U5tf>Ki:a)*g#ttS:«-ft 

/^fe«^3R^J, (7) *«f©Ut^-gfiR, ^©SP#^:/^ F£fc&^ 
*i£tf>i&©^*. (8) *^©Ut^-gaR, F*fctt* 

*ie>©stc^-r«>m#:icj:*iti3fti, o) ^ioGgatMauty^-g 
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